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110 ANALYST RECEIVES TEXT-BASED PROTOCOL 



I 



112 SYSTEM INSTANTIATES OBJECTS OF CLASS ProtOCOlEvent CORRESPONDING TO EACH EVENT IN THE 
PROTOCOL IN RESPONSE TO ANALYST'S CREATION OF TEMPORAL SCHEMA DIAGRAM 



I 



LOOP THROUGH PROTOCOL EVENTS 



H6 FILL IN ALL SLOTS OF CURRENT OBJECT 
FROM TEXT PROTOCOL DESCRIPTION 




120 INSTANTIATE DISAMBIGUATION 
OBJECT, ASSOCIATE WITH SUBJECT 
SLOT, FILL IN DESCRIPTION 



YES 



1 ^121 ANY MORE PROTOCOL EVENTS?"^ ) 
NOi 



122 SYSTEM INSTANTIATES OBJECTS OF CLASS TemporalLink CORRESPONDING TO EACH EVENT-TO-EVENT 
TEMPORAL CONSTRAINT IN THE PROTOCOL IN RESPONSE TO ANALYST'S CREATION OF TEMPORAL SCHEMA DIAGRAM 



I 



^124 LOOP THROUGH TEMPORAL CONSTRAiNTS^^ 



126 FILL IN ALL SLOTS OF CURRENT OBJECT 
FROM TEXT PROTOCOL DESCRIPTION, 
INCLUDING TEMPORAL CONSTRAINTS 




130 INSTANTIATE DISAMBIGUATION 
OBJECT, ASSOCIATE WITH SUBJECT 
SLOT, FILL IN DESCRIPTION 



1 ^132 ANY MORE TEMPORAL CONSTRAINTS? J 
NOI 



134 GENERATE AND DISPLAY PRESENTATION SCHEMA DIAGRAM FROM iCP, INCLUDING COLORING APPROPRIATE OBJECTS RED 



I 



136 DRILL-DOWN ON RED OBJECTS TO DISAMBIGUATION OBJECT.DESCRIPTION 
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£3 mgk_cancer_protocols_INSTANCE_00063 [instance of Consultation_Act..HHQ 


Label mgk_cancer_protocols_INSTANCE_00063 [instance of Consu 


CALGB 49802: Collect Stratification Variabl 




Evaluate lymph node status 
4> Evaluate menopausal status 
<J> Evaluate estrogen receptor status 
❖ Evaluate progesterone receptor status 




Followed By | Vj| C || + (j^ 






Rule In fvircimp 




References | V || C || + | - 








Rule Out | V | C || + 
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© ProtocolElement A 



Op — I 

<© El ig i bi I ity C rite riaSet 

©EligibilityCriterion 

© PatientManagementTask 

912 ©Protocol 

© ProtocolSchemaDiagram A M 

922 ^=— ©TemporalSchemaDiagram M 

924 "~=Hc)TransitionSchemaDiagram M 

926 ~ t= H©PresentationSchemaDiagram M 

,vI <f>— © Protocol Event 

^~T^© DisambiguationProtocolEvent 

© DistinguishedTaskOrMilestone 

I) DisambiguationDistinguishedTaskOrMilestone 

vl <f>- ©TemporalLink M 
934X /^^. 



914 



916 



918 



~^-© DisambiguationTemporalLink 
©TypeSpecialtyPair 
©Speciall instructions 
© ProtocolEventGroup 
^<?>— (c)TransitionLink M 

DisambiguationTransitionLink 
920 ~^-© DocumentReference 
— ©ModelVersion 

© DisambiguationElement 
94oi^ DisambiguationComment 
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© ProtocolElement 


Name 


Documentation 


Constraints 


zmnz 



1010- 

1012- 
1014- 



ProtocolElement 



The superclass for all objects in 
the FastTrack protocol model. 



Role 

| Abstract A 



3 



Template Slots 



c Hxll + 



Name 



^ 4{H] disambiguationComments 
\S\ drillDown 
[Si encoding Comments 
[S] longDescription 
\S] shortDescription 



I Type | Cardinality "T 



Other Facets 



Instance 

Boolean 

String 

String 

String 



multiple 
single 
single 
single 

required single 



classes={DisambiguationComment} 
default={false} 
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I FastTrack Protocol_INSTANCE_00212 [instance of Protocol] 



-Inlxi 



1210 



ProtocolTitle 



Version 



A Phase III Study of Paclitaxel via Weekly 1-Hour Infusion v| [Update #1 



Protocolldentifier 



VersionDate 



CALGB 9840 



] | December 15, 1998 



] 



OfficialSourceDocument 

http://prn.rnusc.edu/research/protocol/deptmed/divhonc/bil EligibiltyCriteriaSet 



ShortDescription 



CALGB 9840 



StudyChair 

|Andrew D. Seidman, M.D 



Sponsor 



| CALGB 



QuickScreenCriterion 



Breast Cancer 



Sponsor 



To compare "standard" (S) paclitaxel at 175 mg/m2 via 
3-hour infusion every 3 weeks to "dose-dense" (DD) 
paclitaxel at 80 mg/m2 via 1-hour infusion every week 



TrialStatus 



AccrualStatus 



Active 



Open for accrual 



TrialPhase 



Phase I 



TrialType 
"^1 1 Cooperative group ^ 



^ CALGB 9840 Eligibility Criteria- 



1212 



LongDescription 



3 



FirstVisit 



Screening Visit 



ProtocolSchemaDiagram 



CALGB 9840 Schema 



vUHI-l 



v|°M- 
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914 . 



iProtocolEvent 



Name 



Documentation 



Constraints 



V C 



iProtocolEvenT 



Role 



Concrete 



This class is used to represent a 
single patient visit during the 
course of a clinical protocol. 



Template Slots 



| Type | Cardinality | 



1010- 



Name 



Other Facets 



1312- 

1012- 
1310- 
1314- 
1014- 



disambiguationComments 
[S] drillDown 
f$1 encodingComments 
\W\ eventType° 
S] incomingLinks 1 
[Si isMilestone 0 
SS] long Description 
-{Si managementTasks 
- {S] outgoingLinks 1 
-{S] shortDescription 



Instance 

Boolean 

String 

Symbol 

Instance 

Boolean 

String 

Instance 

Instance 

String 



multiple 
single 
single 
single 
multiple 
single 
single 
multiple 
multiple 
required single 



classes={DisambiguattonComment} 
default={false} 

allowed-values={Screening,Treatme.. 

classes={TemporalLink} 

default={false} 

classes={PatientManagementTask} 
classes={TemporalLink} 
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j 2 day f/u for Visit 1 (DisambiguationProtocolEvent) 



ShortDescription 



2 day f/u for Visit 1 1 



EventType 



Treatment 



LongDescription 



These labs must be obtained in the 
morning. 



Incoming Links 



<$> Visit 1 to Visit 1 f/u 



OutgoingLinks 



V I C 



V 



Management Tasks 



^ Phone F/U 
^Creatinine 
^ Ionized Ca 

^P04 

^CBC with Diffand pit 



EncodingComments 



V 



DisambiguationCommentsjV 



^Inconsistent tasks in tx plan and 
assessment 



1410 
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© TemporalLink (Connector_Metaclass) 



Name 



Constraints 



TemporalLink 



Role 



Concrete 



3 



Documentation 



This class a temporal constraint or 
anchoring between two visits. 



Template Slots 



1010- 



Name 



"""is] disambiguationComments 
[S] dominant 
[S] drillDown 
[Si encodingComments 
£ ^[^first_object 01 
g^* TU long Description 
^fs] maximumRelativeOffset 
^{s| minimumRelativeOffset 
^H] offsetUnits 
^ S {1] preferredRelativeOffset 
^"{S] second_object ox 
"ill shortDescription 



1 T yP e 


| Cardinality 


| Other Facets 


Instance 


multiple 


classes={DisambiguationComment} 


Boolean 


single 


default={false} 


Boolean 


single 


defautt={false} 


String 


single 




Instance 


single 


classes={ProtocolEvent} 


String 


single 




Integer 


single 




Integer 


single 




Symbol 


required single 


alIowed-values={Years,Months,Week. 


Integer 


single 




Instance 


single 


classes={Protocol Event} 


String 


required single 





510 
1012 
151 
1516 
1522 
1520 
1512 
1014 
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j Screening to Rheumatoid Factor (TemporalLink) 



TT5T 



ShortDescription 



Screening to Rheumatoid Factor 



preferredRelativeOffset 



FromEvent (first_object) 



^Screening 






ToEvent (second.object) 


HEBE 


^Rheumatoid Factor 



MinimumRelativeOffset 



MaximumRelativeOffset 



-180 



DisambiguationComments 



-1 




OffsetUnits 



Days 



EncodingComments 



□ Dominant 
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£3 FastTrack Protocol_INSTANCE_00196 [instance of ManagementTask] HHD 



ShortDescription 



Submit Form C-116 



LongDescription 



Submit CALGB Advanced Breast Cancer Followup-form (C-116) every two cycles 
while on protocol therapy, at 6 & 12 months after end of treatment, at disease 
progression or initiation of non-protocol therapy. 



SiteLongDescription 



SiteShortDescription 
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53 FastTrack ProtocolJNSTANCE_00023 [instance of VisitToVisit Transition] HH □ 



ShortDescription 



PrefrerredRelativeTime 



Arm A Treatment to Arm A Treatment Retry i\ 



First Object 



an 



+ - 



Arm A Treatment Visit 



MaximumRelativeTime 



Second Object 



Arm A Treatment Retry #1 



Minimum Relati veTi me 



LongDescription 



If either granulocyte or platelet count are not adequate, blood counts should be 
repeated weekly and treatment should be instituted when there has been hematologic 
recovery. Patients receiving G-CSF are not eligible for re-treatment unless they have 
been off G-CSF for a minimum of 24 hours. 



SiteLong Description 



SiteShortDescription 



0 IsPreferredTransition 



2310 
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] DisambiguationComment 
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| DisambiguationComment 



Documentation 



Constraints 
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| Concrete 



Template Slots 
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Hsl documentReferences 
^ v {$] Impact Type 
^ Ss] Issue 

"{S] Potential Impact 
^*{S] Protocol text 

-{s} Recommendation 
^ Severity Level 
[$] Short Description 
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classes={DocumentReference} 
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single 
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2»j [instance of Arm] 



ShortDescription 



EncodingComments 



Arm A -2710 



LongDescription 



Arm A: Gemcitabine and Irinotecan HCI 
(CPT-11) 



Editorial change 



Visits 



Vi C 



+ I - 



<> Screening —2712 

❖ Arm A, Day 1—2722 

❖ Arm A, Day 8 — 2724 

4> Arm A, Day 15, Rest— 2726 

❖ End of Treatment— 2718 
<> Follow-up Visit— 2720 



Obsolete Visits 



□ IsObsolete □ DrillDown 
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3110 



! [instance of WeightedPath] 



ShortDescription 



Visits 



Arm A Path 



LongDescription 



VIC 



❖ Screening— 2712 
<> Arm A Cycle —2736 
4> End of Treatment— 2718 
4> Follow-up cycle— 2720 



EncodingComments 



PathWeight 



□ IsObsolete 



□ DrillDown 
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2736 



instance of VisitCycle] 



m 

ShortDescription 



Arm A Cycle 



Long Description 



EncodingComments 



□ DrillDown 



□ IsObsolete 



VisitslnCycle 



I V ! C + 



❖ Arm A, Day 1 -2722 
Arm A, Day 8 —2724 
4> Arm A, Day 15, Rest - — 2726 



CycleCount 
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J Lack of specific bounds on 1st MSFC relative to Randomization (DisambiguationComment) 



fastf 



ShortDescription 



Lack of specific bounds on 1st MSFC relative to 
Randomization 



NOTE to ANALYSTS: please assoc text w/ each DocReference PRN 



Issue 



The time window around the first practice test for MSFC really must happen at least 11 
days before randomization, in order for the next two tests to occur at least 5 days apart 
from each other. This upper bound on the time window is not specified. 



Potential Impact 



The first MSFC practice test could be scheduled at a time that would not allow the 
subsequent tests to be completed within the constraints of the protocol, producing 
protocol violations. 



Recommendation 



Change "(Within 35 days of randomization)" for first practice test (MSFC) to say 
"(Between 35 and 11 days of randomization).) 



ConceptualProtocolSection 



Timing of Events 
Screening Assessments 
Study Flow Chart 



DocumentReferences 

❖ 31 



Impact Type 
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Inconsistent tasks in tx plan and assessment table (DisambiguationComment) 



ShortDescription 



Inconsistent tasks in tx plan and assessment table 



Severity Level 



Level One 



Protocol Text 



"b) Baseline safety evaluation — laboratory tests 2 days following the first) infusion will 
include: ionized calcium, magnesium, phosphorus, creatinine, and CBC..." 



Issue 



The assessment schedule on page 31 does not list the creatinine. 



Potential Impact 



A safety assessment could be missed, having the potential impact of missing the 
timely deflection of an adverse event. 



Recommendation 



Add in the creatinine task to the assessment summary. 



Document Page 

3 I p. 13, p. 31 



Additional reference comments 



Protocol Section 



Treatment Plan 
Schedule of Events 



Impact Type 



Safety 
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31 (Document Reference) 



PageNumber 




SectionReferenceNumber 


31 




11.1.2 


LiteralSponsorSectionName 


AddlDocReflnfo 


VisualFunction and MSFC Practice Tests 




Examining Technician instructions 



ProtocolText 



"...performed three times within 35 days prior to randomization, with at least 5 days between any 
two evaluations.." 



EncodingComments 
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DISAMBIGUATION FINDINGS 



Item 


Impact 
Type 


Protocol 
Section 


Description 


Document 
Reference 


1 


Safety 
Efficacy- 
primary 
Efficacy- 
secondary 


Protocol 
Summary 
Study Flow 
Chart 


Issue: 

The description in the Protocol 
Synopsis of when assessments 
should be performed after 16 
weeks is not consistent with 
Appendix I Schedule of 
Assessments. 

Potential Impact: 

Confusion as to when to perform 
these evaluations (clinical 
parameters and safety 
assessments] could result in 
inconsistent and inaccurate 
collection of data for the study. 

Recommendation: 

Revise sentence in the Protocol 
Synopsis to read, "After 16 weeks 
these evaluations will be 
performed every two to "four" 
months..." in order to be 
consistent with the timepoints 
indicated in Appendix I Schedule 
of Assessments. 


Pg. 12; Section Protocol 
Synopsis; Procedure; 
Paragraph 6: 
"Clinical parameters 
(ACR core set) and 
safety assessments 
(adverse events and 
laboratory parameters) 
will be performed at 
baseline and then at 
monthly intervals up to 
16 weeks. After 16 
weeks these evaluations 
will be performed every 
two to three months, up 
to 104 weeks." 
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Item 


Impact 
Type 


Protocol 
Section 


Description 


Document 
Reference 


4 


Safety 
Accrual 


Screening 
Assessments 
Study Flow 
Chart 


Issue: 

The protocol text specifies that if 
an analysis with evidence of 
seropositivitywas performed 
within 6 months before screening, 
then rheumatoid factor testing will 
not have to be performed at 
screening. However, this is not 
noted in Appendix I Schedule of 
Assessments. 

Potential Impact: 

Unnecessary analysis performed at 
screening. 

Recommendation: 

Add a footnote to the Rheumatoid 
Factor assessment in Appendix I to 
clarify that documented evidence 
of seropositivity is acceptable as 
screening data if obtained within 6 
months before screening. 


Pg. 28; Section 8.6.2; 
Rheumatoid Factor. 
"Unless there is 
documented evidence 
of rheumatoid factor 
titre within 6 months 
before screening a 
blood sample for this 
analysis will be taken." 

Pg. 41; Section 
Appendix 1; Schedule 
of Assessments 
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